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USE OF ANTI-ANGIOGENIC AGENTS 
FOR INHIBITING VESSEL WALL INJURY 

Field of the Invention 

The present invention includes anti-angiogenic agents and their use in inhibiting 
the response to vessel wall injury, such as that caused by stent neointima, dialysis graft 
neointima, vascular graft induced neointima, and the treatment of benign hypertrophic 
scar formation, as well as the treatment and passivation of unstable atherosclerotic 
plaques. 

Background of the Invention 

The response to tissue injury remains one of the major limitations of 
percutaneous angioplasty procedures and stent placement. The response of the vessel 
wall to the balloon barotrauma, stent placement, placement of a vascular graft (arterial, or 
arteriovenous graft e.g., dialysis graft) remains a significant limitation of these 
procedures. This response is a complex interaction of inflammation, smooth muscle cell 
migration, proliferation and myofibroblast transformation that occurs as soon as the 
barotrauma/trauma occurs and can in a varying number of patients, limit the procedures 
success. 

Anti-angiogenic agents are typically administered through systemic therapies, 
such as by intramuscular or subcutaneous injection. In these treatments there is an 
immediate dilution effect greatly reducing the concentration of the agent to which the 
target tissues or cells are exposed. Also, medicines administered by these systems may 
be more vulnerable to processes such as metabolic degradation, inactivation by binding to 
plasma proteins or accelerated clearance from the body. These processes adversely affect 
the drug's concentration and residence time in the target tissues and reduce its therapeutic 
efficacy. 

Most of the above modes of drug administration also expose non-target tissues, 
i.e. those that do not require treatment, to the action of the drugs, with the consequent risk 
of serious side effects. It is this risk towards non-target tissues that reduces a drug's 
efficacy by restricting systemic concentrations to a threshold level above which side 
effects would become unacceptable. 
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Angioplasty procedures generally involve the introduction of a small balloon 
catheter into the femoral artery in a patient's leg and, with the help of a guide wire, the 
catheter is passed by remote manipulation under fluoroscopy into the heart. The balloon 
can then be positioned in a region of a coronary artery that has become constricted due to 
5 atherosclerosis and by inflating and deflating the balloon several times the bore of the 
diseased artery is mechanically widened until a satisfactory blood flow through the vessel 
has been restored. If the artery is severely damaged by disease, and perhaps hardened by 
calcium deposition, this balloon inflation may also cause some degree of additional injury 
with local de-endothelialisation and exposure of underlying extracellular matrix 

10 components such as collagen and elastin. In a few patients excessive recruitment of 
platelets and fibrinogen can then result in an acute thrombotic occlusion. This is now 
less common, however, with the routine use of heparin and aspirin cover during the 
angioplasty procedure. 

Generally, angioplasty procedures produce excellent results obviating the need 

15 for bypass surgery, but in about 30 - 40% of patients, an ostensibly successful initial 
dilatation of the artery may be followed by a renarrowing of the vessel (restenosis) some 
3 to 9 months later If this restenosis is severe, these patients may require a second 
angioplasty procedure, often with implantation of a stent to act as a scaffold in the vessel. 
In other cases arterial reconstruction under by-pass surgery, which is a higher risk 

20 procedure, may be required. With more than 800,000 PTC A procedures now performed 
world-wide annually, the socio-economic implication of this 30 - 40% restenosis rate has 
become a matter of serious concern to interventional cardiologists. 

The pathophysiology of this late restenosis is complex, and involves a wide range 
of cellular and molecular responses, many of which are not yet fully understood. 

25 Although a number of putative targets for drug interference have been identified, more 
than 50 clinical trials (some large and multi-center) with a wide range of different drugs 
have failed to reveal a satisfactory pharmacotherapeutic approach to reducing the 
incidence of restenosis. One problem is that for some of the potentially useful drugs, it 
is not possible by systemic administration to get a therapeutically effective level of the 

30 drug in the vessel wall tissue without significantly affecting non-target tissues elsewhere. 

Accordingly, what is needed are methods for delivering anti-angiogenic treatment 
agents to specific locations, including intracellular locations in a safe and effective 
manner. These methods would deliver the agents to an injured site in effective amounts 
without endangering normal tissues or cells and thus reduce or prevent the occurrence of 

35 undesirable side effects. 
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Summary of the Invention 

The present invention provides for the specific localized use of anti-angiogenic 
agents to prevent and inhibit an undesirable response to vessel wall injury, including stent 
neo.nt.ma, dialysis graft neointima, vascular graft induced neointima, and the treatment of 
bemgn hypertrophic scar formation as well as the treatment and passivation of unstable 

atherosclerotic plaques. 

The present invention provides the use of anti-angiogenic substances and their 
denvat,ves via local drug deliver devices/catheters or via stents and stent coatings and 
vascular grafts and graft coating technologies, for example. The invention also provides 
methods of administering anti-angiogenic agents in compositions that elute out regulated 
quantities of the anti-angiogenic compounds over time in a localized area. 

In particular, one embodiment of the present invention relates to uses of catheter- 
based devices which provide an electrical driving force that can increase the rate of 
rn.grat.on of drugs and other therapeutic agents out of a polymer matrix into body 
t,ssues and cells using .ontophoresis only, electroporauon only, or combined 
.onto P hore S ,s and electroporation. A preferable approach may be for electroporation to 
be appl.ed to permeab.l.ze the cells after pre-iontophoresis of the anti-angiogenic agent 
into the tissues. Preferably, the catheter is able to perform the two procedures 
sequentially without repositioning of the catheter. Even more preferably, the catheter is 
des,gned to maintain a high concentration of drug in the tissue extracellular spaces (e g 
by .ontophoresis) such that the subsequent creation of transient pores in cell surface 
membranes by electroporation pulses results in greatly improved intracellular delivery of 
the treatment agent. 

The present invention is particularly applicable to the local delivery of anti- 
angiogenic drugs during and after interventional cardiology procedures such as 
angioplasty and stent implantation. 

Accordingly, it is an object of the present invention to provide methods for 
enhancing the local delivery of anti-angiogenic agents. 

It is another object of the present invention to provide methods for the local 
del. very of angiogenic treatment agents into the wall tissues or cells of the living body. 

It is another object of the present invention to provide methods for the localized 
treatment of undesirable angiogenesis such as restenosis and atherosclerosis. 

It is another object of the present invention to provide methods to deliver 
treatment agents to specific tissues and cells without endangering non-targeted tissues 
35 and cells. 

It is another object of the present invention to provide methods which use 
.ontophoresis and/or electroporation to enhance the local delivery of treatment agents. 
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It is another object of the present invention to provide methods of enhancing anti- 
angiogenic drug delivery to blood vessel walls. 

These and other objects, features and advantages of the present invention will 
become apparent after a review of the following detailed description of the disclosed 
5 embodiments and the appended claims. 

Brief Description of the Drawings 

Figure 1 shows a catheter-based device for drug delivery according to its relaxed 
position. 

10 Figure 2 shows a catheter-based device for drug delivery according to its 

expanded position of the present invention. 

Figure 3 is a cross-sectional view taken along line a-a of the catheter-based device 
according to a first embodiment of the present invention. 

Figure 4 is a cross-sectional view taken along line a-a of ihe catheter-based device 
15 according to a second embodiment of the present invention. 

Figure 5(a) shows the electrode network of a PCB electrode according to a 
second embodiment of the present invention. 

Figure 5(b) shows the base layers and the location of etched slots in a PCB 
electrode according to a second embodiment of the present invention. 
20 Figure 5(c) shows a composite detailed diagram of the base with slots and the 

electrode network of a PCB electrode according to a second embodiment of the present 
invention. 

Figure 6 shows a cross-sectional view of a preferred PCB electrode embodiment. 

25 Detailed Description of the Invention 

Neovascularisation, otherwise known as angiogenesis, appears to be a central 
component of the response to tissue injury. The present invention provides the use of 
anti-angiogenic substances and their derivatives via local drug delivery devices, such as 
catheters or stents and stent coatings and vascular graft coating technologies, that elute 

30 out regulated quantities of the anti-angiogenic compounds locally to the injured tissue. 
This therapeutic approach is aimed at reducing the angiogenesis that occurs locally at the 
site of injury, thus potentially reducing or preventing undesirable responses to injury, 
such as narrowing, renarrowing or restenosis of veins and arteries. 

The present invention relates to the inhibition of undesirable angiogenesis with a 

35 consequent reduction in the delivery and release of 0 2 and substrates of metabolism 
within the vessel wall and a reduction in the removal of the waste products of metabolism. 
The invention renders the microenvironment unfavorable for migration and proliferation 
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of smooth muscle cells, inflammatory cells and other cells involved in the undesirable 
response to injury. 

According to the present invention, the anti-angiogenic compounds include, but 
are not limited to, AGM-1470 (TNP-470) or antagonists to one of its receptors MetAiP- 

5 2; growth factor antagonists or antibodies to growth factors (including VEGF or bFGF 
and the family of fibroblast growth factors); growth factor receptor antagonists or 
antibodies to growth factor receptors; inhibitors of metalloproteinases including TIMP, 
batimastat (BB-94), and marimastat; tyrosine kinase inhibitors including genistein and 
SU5416; integrin antagonists including antagonists alphaVbeta3/5 or antibodies to 

10 integrins; retinoids including retinoic acid or the synthetic retinoid fenretinide; steroids 
11 ot-epihydrocortisol, corteloxone, tetrahydrocortisone and 17 a-hydroxyprogcsterone; 
protein kinase inhibitors including staurosporine and MDL 27032; vitamin D derivatives 
including 22-oxa-l alpha, and 25-dihydroxyvitamin D3; arachidonic acid inhibitors 
including indomethacin and sulindac; tetracycline derivatives including minocycline; 

15 thalidomide derivatives; estradiols derivatives such as 2-methoxyestradiol; tumor necrosis 
factor-alpha; interferon-gamma-inducible protein 10 (IP- 10); interleukin 1 and 
interleukin 12; interferon alpha, beta or gamma; Angiostatin® protein or plasminogen 
fragments; Endostatin™ protein or collagen fragments; proliferin-related protein; group 
B streptococcus toxin; CMlOl; CM; troponin I; squalamine; nitric oxide synthase 

20 inhibitors including L-NAME; thrombospondin; wortmannin; amiloride; spironolactone; 
ursodeoxycholic acid; bufalin; suramin; tecogalan sodium; linoleic acid; captopril; 
irsogladine; FR-I 18487; triterpenc acids; castanospermine; leukemia inhibitory factor; 
lavendustin A; platelet factor-4; herbimycin A; diaminoantraquinone; taxol; 
aurintricarboxylic acid; DS-4152; pentosan polysulphite; radicicol; fragments of human 

25 prolactin; erbstatin; eponemycin; shark cartilage; protamine; Louisianin A, C and D; PAF 
antagonist WEB 2086; auranofin; ascorbic ethers; and sulfated polysaccharide D 4152, 
anti-keloid agents including TRANILAST. The present invention also includes 
lipophillic, and charged derivatives of anti-angiogenic compounds. The invention is 
intended to encompass the use of currently known anti-angiogenic agents, or their active 

30 derivatives or analogues, and those discovered in the future. 

The amount of anti-angiogenic agent to be applied to injured vascular tissue is 
highly variable depending upon the type and efficacy of anti-angiogenic agent selected, 
the extent of the injury, the condition and responsiveness of the patient, the 
aggressiveness of the physician's regimen, and so forth. However, the determination of 

35 an angiogensis inhibiting effective amount of an anti-angiogenic agent in any particular 
circumstances would be within the routine skill of artesans in view of the present 
disclosure. By "injured" or "injury" in the context of vascular tissue is meant any 
veinous or arterial irregularity from normal healthy living tissue, which is marked by 
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angiogenic activity. For example, injured vascular tissue may be the result of biological 
disease, such as atherosclerosis, or due to interventional disruption, such as restenosis. 
By "local" administration is meant the delivery of an anti-angiogenic agent to the targeted 
vascular tissue such that an increased concentration of the anti-angiogenic agent is 
5 present at the targeted vascular tissue in comparison to other tissues. 

In one embodiment of the present invention, the anti-angiogenic compounds are 
incorporated into polymers or co-polymers and are eluted out into the microenvironment 
for local biological activity. In addition, the anti-angiogenic compounds or their active 
derivatives or analogues can be incorporated into metallic or polymeric stents, stent 

10 coatings including, but not limited to, absorbable, biocompatible and non-absorbable 
polymers, endovascular grafts, endovascular graft coatings, paved stents, endoluminal 
paving with gels and hydrogels and polymeric stent sheaths. Furthermore, these 
compounds can be administered in a state associated with, incoiporated in, or attached to 
the surface of microparticles, colloidal gold or liposomes to tissues at risk of excessive 

15 angiogenic response to injury. 

In addition, the present invention includes treating at-risk groups of patients 
locally (e.g. endoluminally or topically) with active anti-angiogenic compound following 
evidence of an episode of atherosclerotic plaque instability. The treatments herein include 
local application of the compound, and repeated dosing, perhaps with a systemic therapy, 

20 including combinations of anti-angiogenic agents and other therapeutic agents. 

The present invention includes the use of anti-angiogenic compounds and similar 
compounds and their derivatives for the treatment of the following classes of diseases 
including, but not limited to, atherosclerosis, cardiac transplant vasculopathy, coronary 
restenosis following coronary intervention including, but not limited to, balloon 

25 angioplasty, stent placement, rotablator, and other endoluminal procedures; carotid 
endarterectomy, stenting and angioplasty, peripheral artery and renal artery angioplasty 
and stent placement, dialysis graft stenosis (venous or arterial end), large and small bore 
graft anastomosis neointima, and the inclusion of these compounds in the matrix of the 
graft, unstable coronary plaques, e.g. those occurring in unstable angina, acute 

30 myocardial infarction, stroke (carotid plaque ulceration). Additionally the present 
invention includes the use of anti-angiogenic compounds either endoluminally, topically 
or systemically in conditions of benign hypertrophy or tissue including benign prostatic 
hypertrophy, ingrowth of benign liver tissue in to stents placed during the TIPS 
procedure, Keloid disease of the skin and other hypertrophic skin diseases including 

35 eczema and psoriasis. 

In particular, the present invention relates to the use of anti-angiogenic agents in 
catheter-based devices which can provide an electrical driving force that can increase the 
rate of migration of drugs and other therapeutic agents out of a polymer matrix into body 
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tissues and cells using iontophoresis only, electroporation only, or combined 
iontophoresis and electroporation. A preferable approach may be for electroporation to 
be applied to permeabilize the cells after pre-iontophoresis of the agent into the tissues. 
Preferably, the catheter is able to perform the two procedures sequentially without 
5 repositioning of the catheter. Even more preferably, the catheter is designed to maintain a 
high concentration of drug in the tissue extracellular spaces (e.g. by iontophoresis) such 
that the subsequent creation of transient pores in cell surface membranes by 
electroporation pulses results in greatly improved intracellular delivery of the treatment 
agent. The invention provides methods of inhibiting angiogenesis by applying electrical 

10 driving forces to enhance local delivery of anti-angiogenic agents to injured tissues. The 
present invention is particularly applicable to the local delivery of drugs during 
interventional cardiology procedures such as angioplasty, stent implantation etc. 

In particular, the present invention relates to the use of catheter-based devices 
which provide an electrical driving force that can increase the rate of migration of drugs 

15 and other therapeutic agents out of a polymer matrix into body tissues and cells using 
iontophoresis only, electroporation only, or combined iontophoresis and electroporation. 
For delivering iontophoresis pulses, all of the SS electrode wires in the first embodiment 
catheter or all the paired copper electrodes in the second embodiment PCB catheter are 
switched at the power supply to the same electrical polarity. The polarity is chosen 

20 according to the charge characteristic of the drug molecule to be delivered. A second 
"plate" electrode of opposite polarity is placed on the patient's skin or other body 
region to provide the potential or current flow required to ionlophorese the drug or agent 
into the target tissue. Alternatively, the tip of the guide wire emerging from the distal end 
of the catheter may be used as the second electrode. 

25 For electroporation of the tissue using the second embodiment, the electrodes of 

each pair on the PCB strips are separately energized to opposite polarities so that a field 
is generated across the electrode gaps. 

In certain situations, a preferable approach is for electroporation to be applied to 
permeabilize the cells after pre-iontophoresis of the treatment agent into the tissues. 

30 Preferably, the catheter is able to perform the two procedures sequentially without 
repositioning of the catheter. Even more preferably, the catheter is designed to maintain a 
high concentration of drug in the tissue extracellular spaces (e.g. by iontophoresis) such 
that the subsequent creation of transient pores in cell surface membranes by 
electroporation pulses results in greatly improved intracellular penetration of the 

35 treatment agent. 

The design of the catheters of the present invention may vary depending on the 
treatment agent to be delivered and the place into which the agent is to be delivered. 
However, since procedural simplicity and device familiarity are important considerations, 
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the catheters preferably resemble, in profile, a conventional over the wire balloon 
angioplasty catheter, but without the balloon. These catheters would be capable of 
passing smoothly through a conventional introducer, which would usually be shaped at 
the distal end according to the target vessel anatomy. During insertion into the patient, 
5 the catheter can be housed in a sheath to protect the anti-angiogenic drug depot (i.e. the 
region of hydrogel coating) until the treatment site is reached. When correctly 
positioned, the catheter can be pushed out of the protective sheath and the electrode anray 
expanded for close juxtaposition to the tissue treatment zone. Similarly for ease of 
withdrawal of the catheter device from the body, the relaxed electrode network can be re- 

10 used in the sheath. 

Alternative embodiments for the electrodes are described briefly. In a first 
embodiment, which is for iontophoresis only, the electrodes preferably comprise 
stainless steel wire, having polyester monofilament strands intercalated between to form 
an expandable tubular braid held by ferrules around a segment of a support catheter. 

15 In a second embodiment, the electrode array is preferably a slotted 

polyimide/copper printed circuit board (PCB) sheet which is formed into a cylinder 
around a catheter body and held by ferrules at each end. The parallel slots produce a 
series of PCB strips which expand into a "Chinese lantern" configuration when the 
ferrules are moved towards each other. The outer surface of each strip then has paired 

20 electrodes of opposite polarities etched into the copper coating. A thin layer of gold 
preferably covers the whole PCB surface to prevent oxidation. 

Preferably, the catheter has an internal lumen in the support catheter to take a 
guide wire for the maneuverability, torque control and other desirable properties for the 
catheter. Additionally, there may be one or more smaller internal lumens for wire leads to 

25 pass through the catheter body to energize electrodes mounted on the catheter near the 
distal tip. These wire leads may be energized from a power supply unit sited outside the 
body. In both embodiments, the lumen leads connect to the electrodes within the distal 
fixed ferrule. 

The present invention allows for the electrical enhancement of drug delivery 
30 within any bodily compartment or cavity, for example, a coronary, renal or carotid artery. 
The drug delivery may be carried out during an angioplasty procedure or perhaps 
preparatory to or during implantation of a stent. The present catheters set forth may also 
be substituted for a balloon catheter after the sequence of balloon dilatation has been 
completed and the balloon withdrawn or after deployment of a stent. However, whereas a 
35 stent of conductive material may well enhance drug delivery when the catheters are used 
in the iontophoresis mode, such a stent may interfere with the field diagram of the paired 
electrodes when used in the electroporation mode. In this event, electrically enhanced 
drug delivery should be carried out before stent deployment. 
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In some circumstances it may be appropriate to institute a drug delivery therapy 
before balloon dilatation or before stent implantation is performed. In this situation, the 
present catheter would be withdrawn and the angioplasty catheter or the balloon mounted 
stent would be passed into the artery through the same introducer. 
5 For some treatment protocols, simple iontophoretic enhancement of local drug 

delivery may suffice. Providing high doses of a drug within target cells in this way may 
avoid the need for sustaining systemic concentrations of levels where side effects become 
a serious problem. 

For localized drug delivery to tissues in vivo, the combined use of both 

10 iontophoresis and electroporation procedures in sequence may be performed. For such 
a sequential process, an anti-angiogenic drug would be delivered from the catheter into 
the tissue by pre-iontophoresis to give a high concentration of the treatment agent in the 
extracellular space. The iontophoresis pulsing would be followed immediately by 
electroporation pulsing to permeabilize the membranes of cells within the tissue. A rapid 

15 gradient-driven diffusion of the treatment agent into the transiently permeabilized cells 
would facilitate targeting of the agent to intracellular elements and metabolic pathways at 
a concentration that is therapeutically effective. One of the catheter embodiments 
discussed herein is capable of performing these sequential processes without 
repositioning of the catheter by simple switching at the power supply outside the body. 

20 In a further variation in this catheter design, separate collector plates for the different 
PCB strips can be designed into the PCB circuitry. These can be connected to separate 
wires in the ferrule extending through lumens in the catheter body to the power supply 
unit. By simple switching, the electrode pairs in the PCB strips can be selectively 
energized in either the iontophoresis or electroporation mode. This facility allows for an 

25 even more localized treatment of a region of tissue (for example, in an artery) where a 
lesion site is eccentrically located in the lumen, without applying electrical energy to 
nearby normal or non-target tissue. 

As used herein, the term "iontophoresis" means the migration of ionizable 
molecules through a medium driven by an applied low level electrical potential. This 

30 electrically mediated movement of molecules into tissues is superimposed upon 
concentration gradient dependent diffusion processes. If the medium or tissue through 
which the molecules travel also carries a charge, some electro-osmotic flow occurs. 
However, generally, the rate of migration of molecules with a net negative charge towards 
the positive electrode and vice versa is determined by the net charge on the moving 

35 molecules and the applied electrical potential. The driving force may also be considered 
as electrostatic repulsion. Iontophoresis usually requires relatively low constant DC 
current in the range of from about 2-5 mA. In a well established application of 
iontophoresis, that of enhancing drug delivery through the skin (transdermal 
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iontophoresis), one electrode is positioned over the treatment area and the second 
electrode is located at a remote site, usually somewhere else on the skin. With the 
present invention the return electrode may be similarly positioned on the skin. 
Alternatively the tip of the guide wire emerging from the distal end of the support catheter 
5 may serve as the return electrode. The applied potential for iontophoresis will depend 
upon number of factors, such as the electrode configuration and position on the tissue, 
the nature and charge characteristics of the molecules to be delivered, and the presence of 
other ionic species within the polymer matrix and in the tissue extracellular 
compartments. 

10 As used herein, the term "electroporation" means the temporary creation of 

holes or pores in the surface of a cell membrane by an applied electrical potential and 
through which therapeutic agents may pass into the cell. Electroporation is now widely 
used in biology, particularly for transfection studies, where plasmids, DNA fragments 
and other genetic material are introduced into living cells. During electroporation 

15 pulsing, molecules which are not normally membrane permeant are able to pass from the 
extracellular environment into the cells during the period of induced reversible membrane 
permeabilization. The permeabilized state is caused by the generation of an electrical 
field in the cell suspension or tissue of sufficient field strength to perturb the cell surface 
membrane's proteolipid structure. This perturbation (sometimes referred to as dielectric 

20 breakdown) is believed to be due to both a constituent charge separation and the effect of 
viscoelastic compression forces within the membrane and it's sub-adjacent cytoskeletal 
structures. The result is a localized membrane thinning. At a critical external field 
strength, pores or small domains of increased permeability are formed in the membrane 
proteolipid bi-layer. 

25 During this short period of permeabilization, external agents can rapidly transfer 

across the surface membrane via these pores and become encapsulated within the cell's 
cytosol compartment when the membrane reseals. With appropriate electrical parameters 
for the poration (field strength, pulse width, number of pulses etc), resealing of the 
membrane begins almost immediately after the pulsing, and little, if any, leakage of 

30 cytosol constituents occurs. Providing that a threshold field strength has not been 
exceeded, the surface membrane can reorganize with a full restoration of it's former 
structural integrity, receptor status and other functional properties. The resealing rate is 
temperature sensitive (with an optimum temperature around 37 °C). The temperature 
depends on the phase transition temperature of lipids in the membrane bi-layer and the 

35 capacity of proteins, and other integral membrane constituents, to diffuse laterally within 
the bi-layer. Too high a field strength can cause membrane breakdown beyond it's 
capacity to reseal the electropores. 
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Electrical fields for poration are commonly generated by capacitor discharge 
power units using pulses of very short (micro to millisecond) time course. Square wave 
and radio frequency pulses have also been used for cell electroporation. Of the 
commercially available power supplies suitable for electroporation, the ECM Voltage 
5 Generator ECM 600, available from BTX Inc of San Diego California, generates an 
exponential decay pulse which can be adjusted through resistor selection and different 
capacitor ranges to give pulse lengths in the range microseconds to milliseconds suitable 
for electroporating living cells. With narrow electrode gap widths such as the 0.1 or 0.2 
mm gaps suggested here for the PCB electrode pairs, appropriate field strengths for 
10 tissue electroporation are possible (K volts/cm) using low, physiologically acceptable 
input voltages. 

To date, most of the literature reports on electroporation have been concerned 
with cells in suspension and there is little if any background on cells resident in tissues. 
It has been reported that cells in monolayer culture, simulating an attached epithelium, 

15 require lower field strengths for successful poration (as indexed by higher transfection 
rates) than the same cells in free suspension. Moreover, cells in tissues which are in 
electrical contact or which can communicate by molecular conversation with neighbor 
cells through junctions can generally be electroporated at lower field strengths than the 
same cells in which are in a single cell suspension. 

20 Animal cells in suspension can be electroporated with field strengths in the range 

0.5 to 7.0 Kvolts/cm and the critical field strength for successful permeabilisation with 
resealing varies inversely with cell size, at least for cells which are approximately 
spherical in shape. It is this inverse relationship that allows the application of a field 
strength sufficient to porate a cell's surface membrane without disruption of the 

25 boundary membranes of important intracellular organelles and other structures. 

Although the present inventions may have wider application in locally delivering 
drugs to many different tubular tissues of the body, particular applications preferred are 
in percutaneous transluminal coronary angioplasty ("PTCA"), after stent implantation 
and during arterial and venous graft implantation. 

30 PTCA is regarded as a preferred lower risk alternative to bypass surgery when 

one or more arteries of the heart have become constricted due to disease. Inadequate 
arterial blood flow compromises the oxygenation of nearby heart tissue and if untreated, 
irreversible myocardial dysfunction and necrosis can result. 

Two preferred catheter embodiments are set forth below. The first embodiment is 

35 preferably used only for iontophoretically enhanced drug delivery. The second 
embodiment may be used for enhancing the local delivery of drugs by either 
iontophoresis only, electroporation only or both procedures applied sequentially. 
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As shown in Figure 1, the catheter 10 has a proximal end 12 and a distal end 14. 
At the proximal end 12 of the support catheter 10, in a position normally occupied by a 
balloon, is a short (- 4-6 cm) expandable tubular braided sleeve 20, comprising wires or 
electrodes 24 mounted around and parallel to the catheter body 16. The sleeve 20 may 
5 also comprise polyester monofilaments 28 (preferably of the same thickness as the wire 
electrodes) intercalated between the electrodes 24 during the braiding process. 
Alternatively, while the electrodes 24 may be made from a metal, such as copper, gold, 
platinum, stainless steel, or silver, the electrodes may also be made of carbon fiber 
filaments. 

10 As shown in Figure 1, the electrodes 24, when relaxed, lie close to the body of the 

support catheter thereby allowing the catheter to be passed into a blood vessel or other 
tubular compartment of the body using an introducer. When located in an artery, the 
electrodes 24 may then be mechanically expanded, as shown in Figure 2. In the middle 
region of the expanded electrodes 24, a majority of the individual electrodes 24 are 

15 closely juxtaposed to the tissue to be treated. This middle region of the electrodes 24 
may be coated with a visco-elastic polymer matrix incorporating the drug or other 
therapeutic agent to be locally delivered into the tissue. Although the electrode array is 
radio opaque, positioning of the catheter 10 in the treatment zone may be further assisted 
by strategically placed radio-opaque markers located on the support catheter body. 

20 In the first embodiment suitable for iontophoresis, the electrodes 24 preferably 

comprise stainless steel wire. The electrodes are preferably integral to a short length (~ 
2-6 cm) of the braided polyester filament sleeve 20 which fits closely over the support 
catheter 10 near the distal end 14. In one variation, the electrodes 24 comprise 316 
graded stainless steel wire (or similar conductive metal or carbon fiber). The wire for the 

25 electrodes 24 is preferably able to be bent without kinking. Preferably, the electrodes 24 
should have a thickness of from about 0.10 to about 0.20 mm. More preferably, the 
electrodes 24 should have a thickness of from about 0.12 to about 0.14 mm. The 
thickness is determined by the outside diameter of the support catheter 10 and the 
number and spacing of the electrodes 24 around the support catheter 10 which are 

30 required for a particular treatment strategy. The electrode wires can be intercalated 
between polyester monofilaments 28 having approximately the same diameter as the 
electrodes 24. The polyester monofilaments 28 provide structural support to the network 
during spinning of the braided sleeve 20 and also when the braided sleeve 20 is 
expanded. The polyester monofilaments 28 also assist in allowing the network to be 

35 compressed such that it fits closely to the catheter body for ease in passing the device 
down an introducer, along a vessel or in withdrawal of the catheter into the sleeve and out 
of the body after use. 
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The electrodes 24 and the polyester monofilament fiber 28 are preferably formed 
by spinning. During the spinning of the braid, the electrode wire 24 and polyester fiber 
28 are fed into the machine from different spools and become configured into a parallel 
array around the circumference of the tubular sleeve 20. The sleeve 20 is spun to an 
5 internal diameter that fits closely over the support catheter 10 and is then cut to a length 
determined by the degree of expansion of the sleeve required for a particular delivery 
application. In practice, a length of 3-5 cm and a maximum sleeve expansion of from 
about 120 to about 150 percent, with respect to the initial resting diameter, will be suitable 
for most tissue applications. However, the amount of expansion may vary with the 

10 different tissue structures to be treated. The number of spools used during spinning 
determines the openness of the weave when the sleeve is expanded. 

The electrodes 24 and non-conductive polyester monofilaments 28 are held 
tightly at each end of the sleeve 20 using ferrule rings 34, 36. The ferrule rings 34, 36 
may be made from any material such as metal or plastic. The ferrule 34 at the distal end 

15 14 of the electrode sleeve 20 is usually firmly fixed to the support catheter 10. However, 
the ferrule 36 at the proximal end 12 is able to selectively slide axially back and forth 
along the support catheter body 10. Movement of this proximal end 12 ferrule 36, with 
respect to the support catheter 10, controls the degree of expansion of the electrode 
network. The electrodes 24 are usually bonded to the ferrule ring 34 in the distal end 14 

20 such that good electrical continuity exists. As shown in Figure 3, The wire lead 50 
emerging from the internal lumen 40 of the support catheter 10 near the distal end 14 
ferrule 34 is bonded thereto and serves to connect the electrodes 24 in the sleeve to a 
power supply unit (not shown). The proximal end 12 ferrule 36, which is free to move 
on the catheter body, is preferably similar in construction to the distal ferrule 14 with the 

25 electrode wires 24 and polyester monofilaments 28 bonded within it. However, there is 
no connection of the electrodes 24 to the power supply within the proximal ferrule 12. 
The outer coating of both ferrules 34, 36 is preferably made from a non-conductive 
material. The remainder of the catheter interior 48 is used as a guide wire lumen. 

The fixed distal end ferrule 14 may include an inner insulating ring 42 and/or an 

30 insulating coat 44. These insulating layers may be of any known insulating materia], 
such as plastics, polyvinyl-polyethylene composites. Examples of materials useful in the 
present invention include plastics such as TEFLON*. Additionally, a metal ring 46 may 
be included for attachment to the electrode wires. 

In operation, the catheter 10 is placed near the target cells. When the catheter 10 

35 is in position for treatment with the electrode network adjacent to the treatment area, the 
ferrule ring 36 is manipulated to expand (or balloon out) the electrode sleeve 20 into an 
open mesh network. The degree of expansion depends on the bore of the artery, but it is 
controlled so that the electrodes 24 press firmly on the vessel wall tissue. To effect the 
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network expansion, the proximal end of the free sliding ferrule 36 is held stationary 
using a close fitting outer guide catheter tube 38. The outer catheter tube is sleeved over 
the support catheter body 10 from the proximal end 12 until it abuts the end of the 
proximal end 12 ferrule 36. While holding the outer catheter tube (not shown) in 
5 position against the ferrule 36, the support catheter 10 is then slowly drawn back towards 
the proximal end 12 fixed ferrule 36. This movement forces the electrodes 24 to expand 
outward from the catheter body 10 so that the electrodes 24 can press firmly against the 
tissue area to be treated, such as the luminal face of an artery. This reciprocal 
manipulation of the catheter 10 and guide sleeve can be pre-calibrated for different 

10 degrees of network expansion appropriate to the vessel bore in the area to be treated. If 
needed, the expansion/relaxation sequence may be mechanized using a motorized ratchet 
device which controls the movement of the support catheter 10. 

One of the novel and important features of the present invention is that since the 
polymer coating is present only in the middle region of the electrodes 24, after expansion 

15 of the network, the polymer matrix is positioned on the vessel wall or tissue. There are 
adequate open interstices in the remainder of the network closer to the support catheter 
body 10 for blood to flow through the artery during electrical pulsing and drug delivery. 
This is greatly advantageous over catheters having electrodes positioned within or on the 
surface of an occlusive balloon in terms of reducing ischaemic risk. Although a 

20 perfusion lumen is generally incorporated in the catheter body of iontophoretic balloon 
catheters, these perfusion lumens bypass the occluded region and only prevent ischaemia 
downstream of the occluding balloon. Such catheters rarely provide an adequate blood 
flow rate for drug delivery treatment schedules extending beyond about one minute. The 
design of the present invention obviates the need for a perfusion lumen. 

25 In using the present device for iontophoretically enhanced anti-angiogenic drug 

delivery, a separate plate electrode of opposite polarity to the catheter electrodes is used 
in order to generate the potential gradient across the artery or other body tissue. This 
plate electrode is positioned elsewhere on the patient's body (usually the skin) and may 
be attached using any known means, such as ECG conductive jelly. 

30 The polarity direction for the network and plate electrodes is selected according 

to the charge characteristics of the treatment agent to be delivered. Positively charged 
agents will iontophoretically migrate towards the negatively charged electrode and vice 
versa. 

A second embodiment of the present invention uses a printed circuit board for the 
35 electrodes 24. This embodiment allows for anti-angiogenic drug delivery using only 
iontophoretic enhancement, drug delivery using only electroporation, or a combined 
strategy involving the initial delivery of the drug into the artery wall using 
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pre-iontophoresis, followed by electroporation of the tissue cells to facilitate cellular 
entry of the drug for targeting intracellular structures or pathways. 

In this second embodiment, the catheter body 10 is essentially the same as shown 
in Figure 1. However, the electrode array 24 is of a different construction and consists 

5 of a series of very narrow tapes 70 formed by making a series of parallel slots 90 cut in 
the middle region of a rectangular flexible printed circuit board. The board can be rolled 
into a cylinder and affixed to the catheter body 10 within the two ferrules. The distal 
ferrule 14 is fixed to the catheter body 10 and the proximal ferrule 12 is free to move 
axially. The slots 90 do not extend the full length of the rectangle. An uncut connected 

10 region 92 is left at each end for fitting into ferrules. The electrode array 24 is 
constructed by etching out a flat metal sheet, such as copper, gold platinum, silver or 
titanium, which is attached to a base material. Preferably, printed circuit board comprises 
a polyimide/copper sandwich. The base and metal sheet sandwich is rectangular with the 
short sides being of a length equal to the circumference of the catheter 10 such that when 

15 the sheet is rolled into a cylinder to fit into the ferrules 34 on the support catheter 10, 
there will be no overlap. The length of the longer side of the rectangle will be determined 
by the amount of electrode expansion required for a particular application. The paired 
electrode tracks are etched into this plate by a conventional procedure familiar to those 
skilled in the art of PCB manufacture. Preferably, the entire PCB is coated with a thin 

20 layer of gold on its upper copper surface. 

As shown in Figure 4, the cross-sectional area of the catheter includes an internal 
lumen 74 for the positive lead, an internal lumen 76 for the negative lead, a lumen for the 
guide wire 78 and lead wires 80, 82 for the respective positive and negative leads. 
Positive and negative collecting plates 84 and 86 are bonded directly to the appropriate 

25 polarity wire emerging from the catheter lumen. Finally, as discussed above, insulating 
layers 88, 89 may be included. 

In a preferred design arrangement, the collecting plates are oriented such that, 
when the PCB plate is rolled into a cylinder, the collecting plates are located at opposite 
sides of the catheter. 

30 The commercial procedure for making such conductive tracks in the copper is 

familiar technology to those skilled in the art of integrated circuitry manufacture, 
minicomputer motherboard production and other forms of micro circuitry 
instrumentation. The electrodes may be coated with a thin layer of gold after production 
if desired. This coating is able to prevent oxidation processes occurring on the 

35 electrodes which would affect their efficiency. 

In one of these procedures, a series of slots 90 are made right through the PCB 
giving a row of separate tapes. Each series of slots 90 carries a pair of electrodes 24 of 
opposite polarities. These slots 90 allow the electrode array to expand outwards to press 
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against the vessel wall when the ferrules 34 on the catheter body 10 are brought closer 
together, as described above. The slots 90 preferably do not extend the length of the 
PCB plate, but instead a narrow strip 92 is left unslotted at each end joining the 
individual tapes together. In the joined region at one end of the PCB, tracks are etched to 
5 connect one of each pair of electrodes to a collecting plate in the comer of the PCB. The 
remaining electrodes 24 of each pair are similarly tracked to a common collecting plate 
situated halfway along the end region. This separation of the two collecting plates by a 
distance roughly equal to half the eventual tubular circumference creates good insulation 
and also allows the lumen lead wires to emerge from the catheter body on opposite sides. 

10 Each tape carries a pair of electrodes 24 of opposite polarities with a narrow electrode 
gap space between them. 

Figure 5(a) shows the PCB with the paired electrode tracks and the collecting 
plates connected to electrodes 24 of the same polarity. Figure 5(b) shows the PCB with 
only the slots 90 drawn. Figure 5(c) shows all the features in detail including the slots 

15 90 and the paired electrode tracks. 

In a preferred embodiment, there are 8 parallel pairs of electrodes 24, with each 
electrode being from about 0.15 to about 0.3 mm wide. More preferably, the electrodes 
are about 0.2 mm in width with a gap width of 0.2 mm. Preferably, the electrodes 24 
extend the full depth of the metal sheet 70, preferably of copper, down to the base 

20 material 72, preferably a polyimide. The electrode gaps between each pair would be 
about the width of the electrodes, also about 0.2 mm. However, the distance between the 
electrodes 24 and the slots 90 and the distance between the electrodes 24 and the edge of 
the PCB plate is preferably about 0.5 mm. Smaller distances (from about 0.125 to about 
0.2 mm) are possible for PCB cylinders suitable for mounting on catheters of outer 

25 dimensions as low as 2 mm. 

Depending on the size and thickness of the PCB electrode strips, an additional 
support layer may be needed in order to ensure that, when used, the electrodes 24 expand 
outward and contact the vessel walls. This additional support may be accomplished by 
providing an additional layer of polyimide specifically to the middle region on the 

30 underside of the PCB strips. Alternatively, when forming the electrode tracks, it may be 
possible to control the etching process to selectively etch certain portions of the PCB 
plate such that the electrodes on the strips have greater structural strength in the bonded 
regions. 

At each end of the PCB plate, the joining strip is extended on one side to give a 
35 tab 94 which facilitates the fixing of the tubular formed electrode 24 array into the 
ferrules 34, 36 on the catheter body 10. These ferrules are preferably short plastic (non- 
conductive) cylinders into which each end of the tubular electrode 24 array is bonded. In 
the fixed ferrule at the distal end 14, an electrical connection is made between the 
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electrode collecting plates and the appropriate lumen leads (not shown) emerging from 
the catheter 10 under the fixed ferrule. By tracking the electrodes 24 of different 
polarities to separate collecting plates at the fixed ferrule end of the electrode 24 array, no 
lumen lead connection is required in the free moving fenrule 36 at the proximal end 12 of 
5 the electrode airay. This ferrule is bonded only to the joining strip of the PCB and not to 
the catheter body. 

In Figure 6, the preferred embodiment of the PCB electrode 100 is provided 
This embodiment includes a flexible polyimide base layer 102, a copper electrode layer 
106 and a glue or other adhesive layer 104 for binding the polyimide layer 102 to the 

10 copper electrode layer 106. Additionally, the PCB electrode 100 includes a gold coating 
108 on the copper electrode layer 106. Preferably, the polyimide base layer 102 is about 
J>0 microns in thickness, the glue or adhesive layer 104 is about 25 microns in thickness, 
the copper electrode layer 106 is about 17.5 microns in thickness and the gold coating 
108 is about 2 microns in thickness. Also, in the preferred embodiment, the PCB plate 

15 carrying 8 pairs of electrodes has a short side dimension of 0.592 inches (15.037 mm). 
Rolled into cylindrical form along it's long side results in a tubular electrode array that 
fits closely to a catheter body having an outer diameter of 3.9 mm. However, while these 
are the preferred dimensions, PCB plates are commonly made that are sufficiently 
flexible such that they may be rolled into a cylinder having a radius as small as 10 times 

20 their thickness. One skilled in the art will recognize that by reducing the thickness of the 
polyimide/copper PCB plate, by reducing the electrode spacing and slot edge to electrode 
track spaces, and/or by varying the number of paired electrode tracks, it would be 
possible to fabricate a PBC electrode array that is capable of fitting onto a 2-3 mm outer 
diameter catheter body, or even smaller. 

25 The length of the catheter along the long side may be selected as needed. 

However, in a preferred embodiment, the catheter has a length of 1.571 inches (39.903 
mm). However, the catheter length may be varied to allow for different expansion 
diameters also to allow for short or long segments of the target tissue to be treated. In 
one variation of this embodiment, the distal end fixed ferrule may include metal plates or 

30 studs in the ferrule which are connected to the appropriate lumen leads. The electrode 
would be a preformed cylindrical cassette-type electrode with an integral proximal end 
ferrule. Each cassette electrode would have the same diameter to fit a particular catheter 
body and also having at one end connectors which connect with the metal plates or studs 
in the fixed ferrule. Then, depending on the treatment parameters required, different 

35 cassette electrodes could then be used by sliding them onto the catheter and "plugging 
in" the proper cassette electrode into the distal end fixed ferrule. These cassettes could 
be preloaded with polymers containing different drugs. 
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When used for electroporation, the catheter may be connected to a suitable pulse 
generator. The generator sends pulses to the tissue across narrow electrode gaps. These 
pulses are preferably of a field strength (volts/cm.) in the range used for cell 
electroporation and generated at low and physiologically acceptable peak input voltages. 
5 For example a peak input voltage of, for example, 30 volts with electrode gap widths of 
0.2 mm would give a field strength of 1.5 kV/cm. (i.e. 50 x 30 volts). A reduction in 
electrode gap width or an increase in input voltage would give a corresponding increase 
in field strength. 

Additionally, the lumen leads may be modified such that power is only delivered 

10 to a few of the electrodes. In this manner, only the portion of the vessel walls that 
requires treatment would be treated. This may be accomplished by taking the leads for 
selected electrode pairs right through the catheter lumens to the power supply where they 
can be switched "on" or "off according to need. Polarity selection in the female 
could be achieved by an electrode of one polarity passing through the polyimide base 

15 material through "vias" or holes to a common terminal on the underside of the PCB. 
This is a common configuration in printed circuit boards. In this way, treatment can be 
restricted to a segment of the luminal circumference. 

The electrodes in the device may also be all switched to single polarity for use 
with an external plate electrode for iontophoresis or switched to electrode pairs of 

20 opposite polarity for electroporation. In the latter procedure, an external plate electrode is 
not required and this is simply disconnected at the power supply. 

The catheter may be used, as discussed above, in a combined 
iontophoresis/electroporation process, such as for an angioplasty procedure. First, after 
balloon dilatation, a period of continuous or pulsed iontophoresis would first be applied 

25 to enhance drug migration out of the polymer coating and into the artery wall tissue to 
raise the drug concentration to a sufficiently high level within the tissue extracellular 
spaces. Since blood is still able to flow through the artery during electrical pulsing, 
iontophoretic delivery can be extended for much longer periods than is possible with 
delivery devices using fully occlusive balloons. After iontophoretic deliveiy, and without 

30 removing or repositioning the catheter, the electrodes on the catheter would be switched 
from their single polarity to the paired electrode mode in each PCB strip. The vessel wall 
would then be subjected to a series of high field strength, very short time electroporation 
pulses to transiently electroporate the surface membranes of cells in the artery wall 
tissue. The drug in the extracellular spaces of the tissue is then able to rapidly diffuse 

35 down a concentration gradient through the open cell membrane pores, enter the cell's 
cytosol compartments for targeting to intracellular structures such as the nucleus, 
cytoskeletal elements and metabolic or signal transduction pathways. The porated cell 
membranes would subsequently reseal with full restoration of cell integrity. 
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Finally for withdrawal of the device after treatment, the guide (sleeve) catheter 
used for electrode network expansion would be returned to its original placement and the 
catheter would be removed. 

The anti-angiogenic treatment agent may be delivered through the catheter using 
5 several different embodiments. In one embodiment, which may be used with any of the 
catheter embodiments set forth, the treatment agent is incorporated within a polymer 
matrix, and this matrix is applied as a coating to the middle region of the electrode array. 
The treatment agent is may then be iontophoretically driven out of this polymer matrix 
into the adjacent tissue. The polymer matrix preferably has a good drug holding capacity 
10 and is sufficiently pliant to be compressed against the tissue when the electrode network 
is expanded. 

In a second embodiment, the polymer matrix containing the anti-angiogenic drug 
is instead molded into a short tubular expandable visco-elastic sleeve which fits over the 
middle region of the electrode array in its relaxed position. When the electrode network 

15 is expanded, the polymer sleeve expands as well until it is pressed against the tissue to be 
treated. In a third embodiment, the drug holding polymer matrix may be prelaid or 
prepolymerized as a "lawn" or "paving" on the surface of the tissue to which the 
electrodes are subsequently juxtaposed for iontophoretically moving the treatment agent 
out of the polymer and into the adjacent tissue. 

20 With respect to the polymer composition, the term "polymer matrix" as used 

herein includes synthetic hydrogel polymers with pores or interstices of different sizes 
and capacities introduced during manufacture, and a variety of synthetic elastomers and 
naturally occurring polymeric materials known to those skilled in the art. The anti- 
angiogenic agent can be incorporated in the matrix either during polymer production or 

25 added after coating or molding of the polymer into the desired shape. Additionally, 
many of a number of different polymeric materials and methods of fabrication may be 
used to form the polymer matrices used in the present invention. Examples of suitable 
polymer materials or combinations include, but are not limited to, biocompatible and/or 
biodegradable polymers such as poly(lactides), polyglycolides, polyanhydrides, 

30 polyorthoesters, polyactals, polydihydropyrans, polycyanoacrylates and copolymers of 
these and polyethylene glycol. These can take the form of co-polymer hydrogels or 
cross-linked polymer networks into which drugs for electrically enhanced local delivery 
can be incorporated either during polymerization or, in the case of certain hydrogels, 
loaded subsequently. Preferable matrices would be tailored according to the molecular 

35 characteristics of the agent to restrict its loss by free diffusion outwards but allow full 
iontophoretic migration outwards when a potential is applied across the polymer and 
adjacent tissue. 
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In another embodiment, hollow microspheres may be used to deliver the anti- 
angiogenic agent. The drug is located within the hollow portion of the microsphere. The 
drug-laden microspheres may then be injected near the tissue to be treated and activated 
by the catheter thereby driving the drug from the microspheres into the tissue. A 
plurality of different drugs may be delivered by using multiple types of microspheres 
and varying frequencies to deliver the different drugs as needed. Microspheres useful in 
the present invention include those sold under the name biSphere™ available from 
POINT Biomedical (San Carlos, CA). These microspheres are 3-6 (im in diameter, 
feature double-walled construction and are fully biodegradable. 

Additionally, normal anti-angiogenic drug delivery means may be used in the 
invention as well, such as free fluid form, including combinations of different 
angiogenesis inhibitors and other therapeutic agents. However, use of polymer matrices 
has certain advantages over free fluid delivery. Delivery of an agent which has been 
incorporated into a polymer matrix does not require additional lumens in the support 
catheter to convey the free fluid drug solution into and out of the treatment site. 
Additionally, the polymer matrices eliminate the risk of downstream leakage of drug 
solution due to defective balloon sealing of vessel segments, thereby avoiding the risk of 
exposure of non-target tissue to high concentrations of the drug. Also, since extra liquid 
drug delivery lumens are not required, the catheter profile is narrower which improves its 
maneuverability in the body and reduces production costs. 
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CLAIMS 

We claim: 

5 

1. A method of inhibiting injury to vascular tissue, comprising locally administering 
to the vascular tissue an angiogenesis inhibiting amount of an anti-angiogenic agent, 
thereby inhibiting injury to the vascular tissue. 

10 2. The method of Claim 1, wherein the vascular injury is due to atherosclerosis, 
cardiac transplant vasculopathy, coronary restenosis following coronary intervention, 
balloon angioplasty, stent placement, rotablator, carotid endarterectomy, dialysis graft 
stenosis, graft anastomosis neointima, unstable angina, acute myocardial infarction, 
stroke, benign hypertrophy, or benign prostatic hypertrophy. 

15 

3. The method of Claim 1, wherein the vascular injury is due to atherosclerosis or 
restenosis. 

4. The method of Claim 1, wherein the anti-angiogenic agent is selected from the 
20 group consisting of AGM-1470 (TNP-470); antibody to vascular endothelial growth 

factor or fibroblast growth factor, batimastat (BB-94), marimastat; tyrosine kinase 
inhibitor, genistein, SU5416; integrin antagonist alphaVbeta3/5; retinoid, retinoic acid 
fenretinide; 11 ct-epihydrocortisol, corteloxone, tetrahydrocortisone, 17 ct- 
hydroxyprogesterone; protein kinase inhibitor, staurosporine, MDL 27032; 22-oxa-l 

25 alpha, 25-dihydroxyvitamin D3; arachidonic acid inhibitor, indomethacin, sulindac; 
tetracycline, minocycline; thalidomide; estradiol, 2-methoxyestradiol; tumor necrosis 
factor-alpha; interferon-gamma-inducible protein 10; interleukin 1 and interleukin 12; 
interferon alpha, beta or gamma; Angiostatin® protein, plasminogen fragment; 
Endostatin™ protein, collagen fragment; proliferin-related protein; group B 

30 streptococcus toxin; CMlOl; CM; troponin I; squalamine; nitric oxide synthase 
inhibitor, L-NAME; thrombospondin; wortmannin; amiloridc; spironolactone; 
ursodeoxycholic acid; bufalin; suramin; tecogalan sodium; Iinoleic acid; captopnl; 
irsogladine; FR-I 18487; triterpene acid; castanospermine; leukemia inhibitory factor, 
lavendustin A; platelet factor-4; heibimycin A; diaminoantraquinone; taxol; 

35 aurintricarboxylic acid; DS-4152; pentosan polysulphite; radicicol; fragments of human 
prolactin; erbstatin; eponemycin; shark cartilage; protamine; Louisianin A, C and D; PAF 
antagonist WEB 2086; auranofin; ascorbic ether; sulfated polysaccharide D 4152, anti- 
keloid agent, and TRANILAST. 
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5. The method of Claim 1, wherein the anti-angiogenic agent is locally administered 
via a catheter. 

6. The method of Claim 5, wherein the anti-angiogenic agent is incorporated into 
endoluminal paving of a catheter which is directed locally to the tissue. 

7. The method of Claim 1, wherein the anti-angiogenic agent is incorporated into a 
locally administered polymer that permits local sustained release of the anti-angiogenic 
agent. 

8. The method of Claim 1, wherein the anti-angiogenic agent is incorporated into a 
stent or stent coating which is placed locally on the tissue. 

9. The method of Claim 1, wherein the anti-angiogenic agent is incorporated into an 
endovascular graft or an endovascular graft coating which is placed locally on the tissue. 

10. A method of treating injured vascular tissue, comprising locally administering to 
the injured vascular tissue an angiogenesis inhibiting amount of an anti-angiogenic agent, 
thereby treating the injured vascular tissue. 

11. The method of Claim 10, wherein the vascular injury is due to atherosclerosis, 
cardiac transplant vasculopathy, coronary restenosis following coronary intervention, 
balloon angioplasty, stent placement, rotablator, carotid endarterectomy, dialysis graft 
stenosis, graft anastomosis neointima, unstable angina, acute myocardial infarction, 
stroke, benign hypertrophy, or benign prostatic hypertrophy. 

12. The method of Claim 10, wherein the vascular injury is due to atherosclerosis or 
restenosis. 
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13. The method of Claim 10, wherein the anti-angiogenic agent is selected from the 
group consisting of AGM-1470 (TNP-470); antibody to vascular endothelial growth 
factor or fibroblast growth factor, batimastat (BB-94), marimastat; tyrosine kinase 
inhibitor, genistein, SU5416; integrin antagonist alphaVbeta3/5; retinoid, retinoic acid 

5 fenretinide; 11 a-epihydrocortisol, corteloxone, tetrahydrocortisone, 17 ct- 
hydroxyprogesterone; protein kinase inhibitor, staurosporine, MDL 27032; 22-oxa-l 
alpha, 25-dihydroxyvitamin D3; arachidonic acid inhibitor, indomethacin, sulindac; 
tetracycline, minocycline; thalidomide; estradiol, 2-methoxyestradiol; tumor necrosis 
factor-alpha; interferon-gamma-inducible protein 10; interleukin 1 and interleukin 12; 

10 interferon alpha, beta or gamma; Angiostatin® protein, plasminogen fragment; 
Endostatin™ protein, collagen fragment; proliferin-related protein; group B 
streptococcus toxin; CMlOl; CM; troponin I; squalamine; nitric oxide synthase 
inhibitor, L-NAME; thrombospondin; wortmannin; amiloride; spironolactone; 
ursodeoxycholic acid; bufalin; suramin; tecogalan sodium; linoleic acid; captopril; 

15 irsogladine; FR-1 18487; triterpene acid; castanospermine; leukemia inhibitory factor; 
lavendustin A; platelet factor-4; herbimycin A; diaminoantraquinone; taxol; 
aurintricarboxylic acid; DS-4152; pentosan polysulphite; radicicol; fragments of human 
prolactin; erbstatin; eponemycin; shark cartilage; protamine; Louisianin A, C and D; PAF 
antagonist WEB 2086; auranofin; ascorbic ether; sulfated polysaccharide D 4152, anti- 

20 keloid agent, and TRANILAST. 

14. The method of Claim 10, wherein the anti-angiogenic agent is locally 
administered via a catheter. 

25 15. The method of Claim 14, wherein the anti-angiogenic agent is incorporated into 
endoluminal paving of a catheter which is directed locally to the tissue. 

16. The method of Claim 10, wherein the anti-angiogenic agent is incorporated into a 
locally administered polymer that permits local sustained release of the anti-angiogenic 

30 agent 

17. The method of Claim 10, wherein the anti-angiogenic agent is incoiporated into a 
stent or stent coating which is placed locally on the tissue. 

35 18. The method of Claim 1, wherein the anti-angiogenic agent is incorporated into an 
endovascular graft or an endovascular graft coating which is placed locally on the tissue. 



23 



WO 00/10552 



PCT/US99/19218 




1 / 4 



WO 00/10552 



PCT/US99/19218 




2 / 4 



WO 00/10552 



PCT/US99/19218 




WO 00/10552 



PCT/US99/19218 




4 / 4 



PCT 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification 7 
A61K 31/00, 47/48, 31/336 



A3 



(11) International Publication Number: 
(43) International Publication Date: 



WO 00/10552 

2 March 2000 (02.03.00) 



(21) International Application Number: PCT/US99/192I8 

(22) International Filing Date: 24 August 1999 (24.08.99) 



(30) Priority Data: 

60/097379 



24 August 1998 (24.08.98) 



US 



(71) Applicant: GLOBAL VASCULAR CONCEPTS, INC. 

[US/US J; 4615 Brookhollow Road, Atlanta, GA 30327 
(US). 

(72) Inventors: BROWN, Charles, L., Ill; 4615 Brookhollow Road 

Atlanta, GA 30327 (US). GORLIN, Steve; 150 Gulf Shore 
Drive, Destin, FL 32541 (US). 

(74) Agents: WARREN, William, L. et al.; Jones & Askew, LLP, 
2400 Monarch Tower, 3424 Peachtree Road, Atlanta, GA 
30326 (US). 



(81) Designated States: AE, AL, AM, AT, AU, AZ, BA BB BG 
BR, BY, CA, CH, CN, CR, CU, CZ, DE, DK,'DM t EE,' 
ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP 
KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD 
MG, MK, MN, MW, MX, NO, NZ, PL. PT, RO RU SD 
SE, SG, SI. SK. SL, TJ, TM, TR, TT. UA. UG.' UZ,' VN 
YU, ZA, ZW, ARIPO patent (GH, GM. KE, LS, MW, Sd! 
SL, SZ, UG f ZW), Eurasian patent (AM, AZ, BY. KG, Kz! 
MD, RU, TJ, TM), European patent (AT, BE, CH, CY. DE 
DK, ES, FI. FR, GB, GR, IE, IT, LU, MC. NL, PT, SE)' 
OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, GW ML* 
MR. NE. SN, TD, TG). 



Published 

With international search report. 

(88) Date of publication of the international search report: 

23 November 2000 (23. 11 .00) 



(54) Tide: USE OF ANTI-ANGIOGENIC AGENTS FOR INHIBITING VESSEL WALL INJURY 
(57) Abstract 

Use of ami-angiogenic agents lo inhibit an undesireablc response to vessel wall injury, including stent neointima. dialysis graft 
neointima, vascular graft induced neointima. and the treatment of benign hypertrophic scar formation as well as the treatment and passivation 
of unstable atherosclerotic plaques arc provided. The invention provides for the use of catheter-based devices for enhancing the local 
delivery of anti-angiogenic agents into the endothelial tissues of blood vessels of the living body. 



FOR THE PURPOSES OF INFORMATION ONLY 



Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCT. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


SI 


Slovenia 


AM 


Armenia 


Fl 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LO 


Luxembourg 


SN 


Senegal 


AO 


Australia 


GA 


Gabon 


LV 


Latvia 


sz 


Swaziland 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Turkmenistan 


BF 


Burkina Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Turkey 


BC 


Bulgaria 


HU 


Hungary 


ML 


Mali 


TT 


Trinidad and Tobago 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Ukraine 


BR 


Brazil 


IL 


Israel 


MR 


Mauritania 


VG 


Uganda 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


United Slates of America 


CA 


Canada 


IT 


Italy 


MX 


Mexico 


UZ 


Uzbekistan 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Viet Nam 


CG 


Congo 


KB 


Kenya 


NL 


Netherlands 


YU 


Yugoslavia 


Cll 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


ZW 


Zimbabwe 


CI 


Cdte d'lvoire 


KP 


Democratic People's 


NZ 


New Zealand 






CM 


Cameroon 




Republic of Korea 


PL 


Poland 






CN 


China 


KR 


Republic of Korea 


PT 


Portugal 






CU 


Cuba 


KZ 


Kazakstan 


RO 


Romania 






CZ 


Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 






DE 


Germany 


U 


Liechtenstein 


SD 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 






EE 


Estonia 


LR 


Liberia 


SG 


Singapore 







INTERNATIONAL SEARCH REPORT 



mtet xial Application No 

PCT/US 99/19218 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 A61K31/00 A61K47/48 A61K31/336 



According to international Patent Classification (IPC) or to both national da a ai flcation and IPC 



a FIELDS SEARCHED 



htoamum documentation searched (classification system folowed by 

IPC 7 A61K 



symbols) 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO-Internal, WPI Data, PAJ, BIOSIS, CHEN ABS Data, MEDLINE, EMBASE 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* Citation of document, with indication, wriere apcccf)riate f of the relevart p^seagee 



Relevant to dajm No. 



WO 95 03036 A (ANGIOGENESIS TECH INC 
;ARSENAULT A LARRY (CA); BURT HELEN M 
(CA);) 2 February 1995 (1995-02-02) 
abstract 

page 1, line 5-10 
page 4, line 17-34 
page 5, line 4 -page 6, line 15 
page 9, line 30 -page 13, line 36 
page 21 -page 22 
page 26, line 3-21 
page 28, line 22 -page 31, line 10 
examples 1-19 

page 81, line 17 -page 82; claims 1-39 

-/- 



1-18 



Further documents are Sated in the continuation of box C. 



ID 



Patent family members are Bated in annex. 



* Special cate gories of cited documents : 

"A* document deflnhg the genera) state of the art which is not 

considered to be of particular relevance 
°E* earlier document but pubfished on or after the international 

Ring date 

V document which may throw doubts on phoney ctatn(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

*<y document referring to an oraJ disclosure, use, exh&xtion or 
other means 

*P* document pubfished prior to the international fling date but 
later than the priority date daimed 



T* later document published after the international firing date 
or priority date and not in conflict wtth the application but 
dted to understand the principle or theory underlying the 
invention 

*X" document of particular relevance: the claimed Invention 
cannot be consio&ed novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y* document of particular relevance: the claimed invention 

cannot be considered to invoke an inventive step when the 
document is coinbined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

"V document member of the same patent famfy 



Date of the actual completion of the international search 



28 August 2000 



Date of maiSng of the rrxemationa) search report 



01/09/2000 



Name and mailing address of the ISA 

European Patent Office, PB. 5818 Patentlaan 2 
NL - 2280 HV Rijswt* 
Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax (^31-70) 340-3016 



Autrwrized officer 



A. Jakobs 



Foon PCT/tSA/210 («*cond the*) (Jury 1062) 



INTERNATIONAL SEARCH REPORT 



Inter ml AppBcatton No 

PCT/US 99/19218 



(^Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation ot document, with indcation.where appropriate, of the relevant passages 


Relevant to davn No. 


X 


WO 97 16197 A (AETERNA INC LAB) 
9 Hay 1997 (1997-05-09) 
abstract 

page 72, paragraph 2 -page 77, paragraph 1 
page 86, paragraph 2 


1-18 


X 


US 5 286 254 A (SHIMADA JIN ET AL) 
15 February 1994 (1994-02-15) 
the whole document 


1-18 


X 


WO 92 15286 A (SHIKANI ALAIN ;N0VA PHARM 
CORP (US)) 17 September 1992 (1992-09-17) 
abstract 

page 1, paragraphs 1,2 
page 5, paragraph 5 -page 7, paragraph 1 
Daae 10. oaraaraoh 5 — Daae 11. DaraaraDh 
3; claims 1-5,9-14,19; example 4 


1-18 


X 


W0 94 26888 A (UNIV LELAND STANFORD 
JUNIOR) 24 November 1994 (1994-11-24) 
abstract 


1,2 


X 


W0 95 05866 A (C0RTRAK MEDICAL INC) 
2 March 1995 (1995-03-02) 
abstract 


1,2 


X 


WO 98 30255 A (L0CALMED INC) 
16 July 1998 (1998-07-16) 
abstract; claims 1-4 


1,2 


X 


US 5 788 979 A (ALT ECKHARD ET AL) 
4 August 1998 (1998-08-04) 
abstract; claims 1-34 


1,2 


P,X 


W0 99 09982 A (BREM HAROLD ;EHRLICH JASON 
(US): F0LKMAN JUDAH (US)) 
4 March 1999 (1999-03-04) 
abstract 

page 7, paragraph 2 -page 8, paragraph 2 
page 9, paragraph 4 -page 11, paragraph 2 


1-18 


X 


US 5 096 892 A (F0LKMAN HOSES J ET AL) 

17 March 1992 (1992-03-17) 

abstract 

column 3, line 33 -column 4, line 2 


1-18 


X 


WO 91 19731 A (UPJOHN CO) 
26 December 1991 (1991-12-26) 
abstract; claims 14-21 


1-18 



Fomi PCTASA/210 (aonftiutfkMt of Moond ah»*)puiy 19GC) 



Internationa! AppBcabon No. PCTAJS 99 A9218 



FURTHER INFORMATION COKT1NUED FROM PCT7ISA/ 210 



Continuation of Box 1.2 



Present claims 1-18 relate to an extremely large number of possible 
compounds/products/uses. Support within the meaning of Article 6 PCT 
and/or disclosure within the meaning of Article 5 PCT is to be found, 
however, for only a very small proportion of the 

compounds/products/methods claimed. In the present case, the claims so 
lack support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is impossible. As a 
consequence, the search would normally have been carried out for those 
parts of the claims which appear to be supported and disclosed, namely 
those parts relating to the compounds/products/uses for which 
pharmacological data are provided. However, the present application does 
not provide any pharmacological data. The present application provides 
a.o. for the specific localized use of ant i -angiogenic agents to prevent 
and inhibit undesirable response to vessel wall injury, including stent 
neointima, via local drug delivery devices/catheders or via stents and 
stent coatings. 

Therefor the search has been directed to the specific localized use of 
anti-angiogenic agents to prevent and inhibit undesirable response to 
vessel wall injury, including stent neointima, via local drug delivery 
devices/catheders or via stents and stent coatings. However, the initial 
phase of the search revealed a very large number of documents relevant to 
the issue of novelty. So many documents were retrieved that it is 
impossible to determine which parts of the claim(s) may be said to define 
subject-matter for which protection might legitimately be sought (Article 
6 PCT). For these reasons, a meaningful search over the whole breadth of 
the claim(s) is impossible. Consequently, the search has been restricted 
to the use of the first compound mentioned in claim 4 (AGM-1470, TNP-470) 
to prevent and inhibit undesirable response to vessel wall injury, 
including stent neointima, via local drug delivery devices/catheders or 
via stents and stent coatings. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



INTERNATIONAL SEARCH REPORT 

nifoiiiMtkMi on pat ant ftntOf iMmbore 



Inter vial Application No 

PCT/US 99/19218 



Patent document 




Publication 




Patent tamiy 




Publication 


cited in search report 




data 








dsto 


WO 9503036 


A 


02-02-1995 


AT 


154757 


T 


15-07-1997 






AU 


6991198 


A 


15-07-1998 






AU 


693797 


B 


09-07-1998 






AU 


7119294 


A 


20-02-1995 






CA 


2167268 


A 


02-02-1995 






CN 


1130866 


A 


11-09-1996 






DE 


69403966 


0 


31-07-1997 






OE 


69403966 


T 


05-02-1998 






DK 


706376 


T 


13-10-1997 






EP 


0706376 


A 


17-04-1995 






EP 


0797988 


A 


01-10-1997 






ES 


2106553 


T 


01-11-1997 






GR 


3024833 


T 


30-01-1998 

7w W X X 7 7\J 






JP 


9503488 


T 


08-04-1997 

VW V/ T X 7 7 / 






NO 


960226 


A 


18-03-1996 

Xw VW A77V 






NZ 


268326 


A 


19-12-1997 

X 7 1L 177/ 






US 


5886026 


A 


23-03-1999 

b.7 V 7 t777 






US 


5716981 


A 


10-02-1998 






US 


5994341 


A 


30-11-1999 


WO 9716197 


A 


09-05-1997 


US 


6025334 


A 


15-02-2000 

1 V Ufa 4LVVV 






AU 


6653796 


A 


22-05-1097 

Lb VJ 177> 






BG 


102419 


A 


29-01-1999 






BR 


9611507 


A 


28-12-1999 






CA 


2236021 


A 


09-05-1997 

VJ UJ 177/ 






cz 


9801293 


A 


16-12-1998 

IV lb 177U 






EP 


0859622 

VOW 7 VI, 1» 


A 

n 


26-08-1998 






HU 


9802604 


A 


28-10-1999 

CO XV 1777 






OP 


11513990 


T 
i 


30-11-1999 

Jw XX X777 






NO 


981781 


A 


19-06-1998 

17 WV 1770 






PL 


326888 


A 


26-10-1998 

CV IV 177U 


US 5286254 


A 


15-02-1994 


AU 


3321293 


A 


29-03-1994 

1.7 V7 1/77 






AU 


3321793 
•j x / 77 


A 


29-03-1994 






EP 


0611311 


A 


24-08-1994 

t. » VW X7 71 






JP 


7500523 

/ 7W7W7 


T 


19-01-1995 

X/ VX X 7 7 7 






WO 


9405361 

7 7 V 77 V X 


A 


17-03-1994 

X / VW 1771 






WO 


9405369 


A 


17-03-1994 

X/ VW X777 






US 


5498238 


A 


12-03-1996 

XX* V7 177V 






US 


5458568 


A 


17-10-1995 

X/ XV 177*/ 






US 


5499971 


A 


19-03-1996 






US 


5282785 


A 


01-02-1994 






AT 


123658 


T 


15-06-1995 

1J VV 1777 






AU 


8074591 


A 


07-01-1992 

V/ VI 177b 






DE 


69110467 


D 


20-07-1995 

fcv V/ 1777 






DE 

Vw 


69110467 


T 


01-02-1996 

VI vb 177V 






EP 


0533816 


A 


31-03-1993 

Jl V7 177** 






WO 


9119529 


A 


26-12-1991 






US 


5628730 


A 


13-05-1997 


WO 9215286 

WW 7fcl W 


A 


17-09-1992 


AH 
HU 


1579092 A 


HA— 1 n— 1 009 

UO— 1U 177C 






US 


5437656 A 


01-08-1995 






US 


5344411 


A 


06-09-1994 






us 


5512055 A 


30-04-1996 






us 


5762638 A 


09-06-1998 






us 


5695458 A 


09-12-1997 


WO 9426888 


A 


24-11-1994 


us 


5821234 A 


13-10-1998 



R»m PCTASAjdo (prtanl tarrty «mu) (July 1962) 



INTERNATIONAL SEARCH REPORT 

•fitofnistfton on pttont temOy motniws 



wul AppOcstton No 

PCT/US 99/19218 



Patent document 
cited in search report 



Publication 



Patent family 
members) 



Publication 



WO 9426888 



WO 9505866 



WO 9830255 



US 5788979 



WO 9909982 



US 5096892 



WO 9119731 



CA 
EP 
JP 
US 



2163234 A 
0701609 A 
9507381 T 
5869462 A 



02-03-1995 



US 5498238 A 
AU 7673694 A 



16-07-1998 



AU 5959398 A 



04-08-1998 



NONE 



04-03-1999 



AU 8918898 A 
EP 1017389 A 



17-03-1992 



JP 2056437 A 



26-12-1991 



AT 
AU 
AU 
CA 
DE 
DE 
EP 
ES 
US 



190623 T 
657690 B 
7984891 A 
2081205 
69132048 
69132048 
0533703 
2143978 
5972922 



A 
D 
T 
A 
T 
A 



24-11-1994 
20-03-1996 
29-07-1997 
09-02-1999 



12-03-1996 
21-03-1995 



03-08-1998 



16-03-1999 
12-07-2000 



26-02-1990 



15-04-2000 
23-03-1995 
07-01-1992 

12- 12-1991 
20-04-2000 

13- 07-2000 
31-03-1993 
01-06-2000 
26-10-1999 



Foan PCMSM210 (pmt tmtf mmm) (My 1 9M) 



